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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 Responsive to communication(s) filed on 13 August 2001 . 
2a)[K) This action is FINAL. 2b)D This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-29 is/are pending in the application. 

4a) Of the above claim(s) 10-25 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) [SI Claim(s) 1-9 and 26-29 is/are rejected. 

7) \Z\ Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)Q approved b)Q disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) Q The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 

a>n All b)D Some*c)D None of: 

1.Q Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) Q Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) (3 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) Q Notice of Informal Patent Application (PTO-152) 

3) Q Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) O Other: 
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DETAILED ACTION 



Please note that the Examiner of record and art unit has changed. The Examiner of record 
is now Joseph T. Woitach and the group art unit is now 1632. 

This application filed July 14, 1998, is a continuation in part of application 08/751,292, 
filed November 18, 1996, now patent 5,780,236. 

Applicant's amendment filed August 13, 2001, paper number 20 has been received and 
entered. Claim 1 has been amended. Claims 1-29 are pending. 



Claims 10-25 were withdrawn from further consideration pursuant to 37 CFR 1.142(b), as 
being drawn to a non-elected invention, there being no allowable generic or linking claim. 
Applicant timely traversed the restriction (election) requirement in Paper No. 16. Applicant's 
traversal was fully considered and not found persuasive in the previous office action, paper 
number 18 (see arguments on page 2). The restriction was found proper and the requirement was 
made FINAL. 

Applicant's new grounds of traverse in Paper No. 20 is acknowledged. The traversal is on 
the ground(s) that Group I and II should be rejoined because if group II, claim 10, were elected, a 
proper search for art would necessarily search for art relating to method steps recited in group I. 



Election/Restriction 
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In addition, Applicant argues that it would be an substantial burden to pay additional filing fees 
and prosecution costs. See Applicants amendment, bridging paragraph on pages 5-6. 
Applicant's arguments have been fully considered but not found persuasive. 
This is not found persuasive because 

The requirement is still deemed proper and is therefore made FINAL. 



The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In re LongU 759 F.2d 887, 225 USPQ 645 (Fed, Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 



Double Patenting 



CFR 3.73(b). 



Claims 1, 3-6, 8, 9 and 26 rejected under the judicially created doctrine of double 



patenting over claims 1-3 and 6 of U. S. Patent No. 5,780,236 since the claims is withdrawn 
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Applicants argue that the method steps and resulting animals bred following said methods 
are substantially different. See Applicants' amendment, page 6. Applicants' arguments are 
found persuasive, and the rejection is withdrawn. 



The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the same and shall set forth the best mode contemplated by the inventor of 
carrying out his invention. 



Claims 1-9 stand rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for use of isogenic/index mice with defined murine genetic locus, does not 
reasonably provide enablement for any and all non-human animals. The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope with these claims. 

Applicants argue that claims 26-29 are limited to use of isogenic mice strains, and given 
the limitations recited in the basis of the rejection, should not be included in this rejection. With 
regard to the breadth to other animals, Applicants argue that one can depend on the ability of the 
artisan to introduce mutations into the genome of inbred animals suitable for use in the claimed 
method. Further, it is argued that once a mutation is introduced, one could access whether a 
mutation is preserved through normal breeding protocols. It is reasoned that in view of the level 



Claim Rejections - 35 USC § 112 
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of skill in the art, the methods once shown to work in one species, an artisan should be able to 
extend the instantly claimed methods to other inbred species. See Applicants' amendment, pages 
6-8, Applicants' arguments have been fully considered. 

First, Examiner agrees that claims 26-29 are within the scope of enabled embodiments set 
forth in the basis of the rejection, and the rejection is withdrawn over these claims. With regard 
to the breadth, the instant claims require more than just inbred strains/lines of non-human 
animals. Rather, the claims require that an inbred strain have a point mutation relative to the 
wild-type animal, and that an index inbred strain have a congenic dominant allele at a locus 
known to confer the index phenotype and be genetically distinguishable form the founder strain 
(claim 1). As noted in Applicants' amendment, the power and desirability of the claimed 
method arises largely form the inability to know in advance the effect of a mutagen or point 
mutation on the phenotype conferred by an allele (page 7, bottom of the page). The nature of the 
invention requires a highly defined animal system wherein the index allele and resulting 
phenotype are very well established, so that upon mating with a second strain carrying a single 
point mutation, the resulting Nl generation can be assessed for effects on said phenotype. 
Examiner agrees the simple steps of crossing and backcrossing are within the level of skill in the 
art, however the specification fails to provide the needed guidance or evidentiary disclosure that 
index strains which can be affected by single point mutations exist. Given the working example 
in the instant specification, Examiner would agree that within a defined animal system of inbred 
mouse strains that single random point mutations could be assessed. Further, even though 
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defining a random mutation would involve a large amount of breeding and possible negative 
results, the working example provides the evidence that the methods could be practiced in inbred 
mice strains. However, no other inbred strains with index phenotypes are defined in the 
specification nor the art of record. Further, absent these strains, the inability to know in advance 
the effect of a mutagen or point mutation on a given index phenotype would then require undue 
experimentation to develop index strains which can be affected. Given the limited guidance or 
the instant disclosure, the great breadth of the instant claims and the unpredictability of art 
regarding genetics of other species of non-human animals, the specification fails to provide a 
nexus between using the claimed methods in a highly defined inbred mice strains and extending 
said methods for use in other non-human mammals. 

Thus, for the reasons above and of record, in view of the of the lack of guidance, working 
examples, breadth of the claims, skill in the art and state of the art at the time of the claimed 
invention was made, it would have required one of skill in the art undue experimentation to 
practice the invention in the breadth in which it is claimed, and therefore, the rejection is 
maintained. 



Claim Rejections - 35 USC § 102 
The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless -- 
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(a) the invention was known or used by others in this country, or patented or described in a printed publication 
in this or a foreign country, before the invention thereof by the applicant for a patent. 

Claims 1, 3-25 stand rejected under 35 U.S.C. 102(a) as being anticipated by Bilger et al 
Applicants argue that the animals crossed by Bilger do not meet the limitations set forth 
in claim 1, and that the differences in those mice result in substantially different products. 
Specifically, claim 6 recites that the strains share an isogenic genetic background. Claim 8 
recites that the fonder strain carry a random point mutation, and that claim 9 requires a particular 
mutagen (specifically ethylnitrourea-ENS). See Applicants' amendment, pages 8-9. Applicants 
amendment has been fully considered, but not found persuasive. 

First, it is noted that claim 1 only requires that the inbred strain contain a single point 
mutation, and is not limited to why or how the mutation is introduced. In the screening methods 
taught by Bilger et al the AKR strain was shown to have a frame sift mutation that resulted in a 
truncated protein (pages 252-253; bridging paragraph). As such, this anticipates claims 1-5 and 
26-29. With regard to claim 6, the AKR allele is introduced into the B6 genetic background 
through multiple generations of backcrossing Page 252; top of second column), thus results in a 
inbred line with a mutation wherein said mouse has the same isogenic genetic background as the 
test strain, i.e. B6. With regard to claims 8 and 9, in the introduction, the authors describe the 
use of ENU to define the Min mutant in phenotypic screens (page 249; top of second column). 
The B6-Min mice represent a strain of mice which carry the Apc M,n mutation. In the breeding 
protocol taught by Bilger et al., the Fl B6Minx(other strains) are crossed, and then backcrossed 
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with B6 mice for the analysis of the resulting phenotype (summarized in Table 1). In view of the 
teachings of Bilger et al, Applicants' arguments are found unpersuasive because the mice taught 
by Bilger et al. are encompassed by the breadth of, and thus, anticipate the instant claims. 
Therefore, for the reasons above and of record, the rejection is maintained . 



Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) a patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 1 02 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(0 or (g) prior art under 35 U.S.C. 103(a). 

Claim 2 stands rejected under 35 U.S.C. 103(a) as being unpatentable over Bilger et al 

and Rinchik et al. 

Claim 27 stands rejected under 35 U.S.C. 103(a) as being unpatentable over Bilger et al 
and Dietrich et al 

Applicants argue that for the reasons argued over Bilger et al references in the 35 USC 



102 rejection, that Rinchik et al. and Dietrich et al. can not be combined with Bilger to make 
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obvious claims 2 and 27. See Applicants' amendment page 9. Applicants' arguments have been 
fully considered, but not found persuasive. 

As set forth above, given the breadth of the claims, and the teachings of Bilger et al. as a 
whole, the methods of claims 1 and 3-25 are anticipated. Rinchik et al. teaches the analysis and 
defining of genes by mutagenesis with ENU and specifically teach to use preserved gametes from 
genetic crosses because of the space limitations associated with generating progeny (page 897; 
second column). Dietrich et al. teach backcrossing to verify that outlying phenotypes is caused 
by a segregating mutation (page 251; second column through page 253; second column). Given 
the level of skill in the art, and the detailed guidance given in each reference for mutagenizing 
and defining a loci effect on a given phenotype/allele, it would have been prima facie obvious to 
combine the teachings of Bilger et al. with Rinchik et al. and Dietrich et al. to make obvious 
claims 2 and 27, respectively. Therefore, for the reasons above and of record, the rejection is 
maintained . 

Conclusion 

No is claim allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

a shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
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MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Joseph Woitach, whose telephone number is (703) 305-3732. 

If attempts to reach the examine by telephone are unsuccessful, the examiner's 
supervisor, Karen Hauda, can be reached on (703) 305-6608. 

An inquiry of a general nature or relating to the status of the application should be 
directed to Kay Pinkney whose telephone number is (703) 305-3553. 



Joseph T. Woitach 



DEBORAH CROUCH 
PRIMARY EXAMINER 



GROUP 



